Interleukin-1 Receptor Antagonist-Like Proteins and Uses Thereof/' which Applicants contend is 
clearly indicative of the invention to which the claims are directed. 

2. Information Disclosure Statement 

The Office Action states that Information Disclosure Statement filed March 26, 1997 fails to 
comply with the provisions of M.P.E.P. § 609 because an improper form PTO-1449 or equivalent 
was submitted. Specifically, the Action states that the EMBL database submission listed on the IDS 
fails to recite the name of the author and the date of publication. The Action also notes that the name 
of the author and the date of publication for this EMBL database submission has been added to the 
form PTO-1449, with the corrected document being made of record. 

Applicants presume that the Information Disclosure Statement of which the Action refers is 
the Information Disclosure Statement filed June 21, 2001. Applicants thank the Examiner for 
correcting the form PTO-1449 by adding the author's name and publication date for the EMBL 
database submission listed on the IDS. Applicants believe that the corrected form PTO-1449 
complies with the provisions of M.P.E.P. § 609, and note that the Action states that the corrected 
PTO-1449 has been made of record. However, Applicants would be happy to supply an updated 
copy of the Information Disclosure Statement, and would prefer to have the opportunity if the 
deficiencies in their previously-submitted Information Disclosure Statement will have the effect of 
leaving any of the cited references off the front page of any issued patent. 

3. Rejections of claims 1-8, 10, 11, and 42-46 under 35 ILS.C § 101 

The Office Action asserts a rejection of claims 1-8, 10, 11, and 42-46 under 35U.S.C. § 101. 
The Action states that the claimed invention is not supported by either a specific and substantial 
asserted utility or a well-established utility. Applicants traverse this rejection. 

Applicants contend that the instant application contains an assertion of a specific and 
substantial utility for the claimed invention that would be credible to one of ordinary skill in the art. 
The instant application teaches a nucleotide sequence encoding an amino acid sequence for IL-lra-L 
polypeptide (Figures 1A-1B). The instant application also teaches that IL-lra-L polypeptide shares a 
high degree of amino acid sequence identity with two other members of the IL-1 family of proteins: 
IL-15 (59% identity; 63% similarity) and IL-le (44% identity; 63% similarity) (Figure 2). In addition, 
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the instant application teaches that IL- lra-L polypeptide shares sequence identity with IL- 1 P (31 % 
identity; 45% similarity). With the exception of the amino acid sequence disclosed in GenBank 
Accession No. BAA84123 (phenol hydroxylase component), which shares the lowest degree of 
sequence identity with IL- lra-L polypeptide, all of the related amino acid sequences identified in a 
BLAST search using the IL-lra-L amino acid sequence (SEQ ID NO: 2) ate members of the IL-1 
family of proteins (Exhibit A; sequences that were publicly available at the time the instant application 
was filed are indicated in bold). Based on the expression of human IL-lra-L mRNA in adult T cells, 
liver, lung, and spleen; placenta; and fetal kidney, scalp, and eye, as described at page 100, line 3 1 to 
page 111, line 4 and page 111, lines 10-11 of the specification, and the teaching that IL-lra-L 
polypeptide shares homology with IL-15, IL-ls, and IL-1 p, one of ordinary skill in the art would 
recognize that the claimed molecules could be useful, for example, in agonizing an IL- 1 receptor in T 
cells, liver, lung, spleen, kidney, scalp, eye, or placenta. 

Exhibit B illustrates that human IL-lra-L polypeptide shares substantial amino acid sequence 
identity with a member of the IL-1 family disclosed by Smith et al. , 2000, J. Biol Chem. 275: 1 169-75 
(GenBank Accession No. AAF25213, published January 16, 2000; WO 00/71720, published 
November 30, 2000), and designated as IL-1 r\. In addition, Smith et al. disclose that the IL-1 r| 
gene possesses a conserved exon-intron structure shared by other members of the IL-1 family and that 
the IL- 1 r| gene is located on the long arm of chromosome 2 in a gene cluster with other members of 
the IL-1 gene family (Smith et al, 2000, J. Biol Chem. 275:1 169-75). Applicants also note that 
because IL- 1 ra does not induce any intracellular response upon the binding of EL- 1 receptor (Arend et 
al, 1998, Annu. Rev. Immunol 16:27-55), this molecule was designated as a member of the IL-1 
family based solely on its amino acid sequence homology to IL-1 (3 and IL-1 a, similarities in gene 
structure, and common gene localization to human chromosome 2 (Arend, 1 993, Adv. Immunol 54: 
167-227). Applicants contend that based on the totality of the evidence of record, one of ordinary 
skill in the art would recognize that IL-lra-L polypeptide is a member of the IL- 1 family of proteins. 
In fact, the Smith et al reference cited above indicates that those of ordinary skill in the art, absent 
Applicants' teaching, have recognized that the polypeptide set forth in SEQ ID NO: 2 is a member of 
the IL-1 family of proteins, albeit subsequent to Applicants' identification of this member of the IL-1 
family (indeed, after Applicants' priority filing date of December 10, 1999). Moreover, as members 
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of the IL-1 family have substantial real world use, for example, as agonists or antagonists of 
inflammatory responses via binding to an interleukin receptor (Gabay, 2000, Expert Opin. Investig. 
Drugs 9: 1 13-27), Applicants contend that one or ordinary skill in the art would recognize that the 
claimed molecules have credible, specific, and substantial utility. 

Applicants contend that because the instant application contains an assertion of a specific and 
substantial utility for the claimed invention credible to one of ordinary skill in the art, the rejection 
under 35 U.S. C. § 101 should be withdrawn. 

4. Rejections of claims 1-8, 10, 11, and 42-46 under 35 U.S.C. § 112, first paragraph 

The Office Action asserts a rejection of claims 1-8, 10, 1 1, and42-46, under 35U.S.C. § 112, 
first paragraph, as containing subject matter that was not described in the specification in such away 
as to enable one skilled in the art to which it pertains, or with which it is most clearly connected, to 
make and use the invention. The Action states that since the claimed invention is not supported by a 
specific and substantial asserted utility or a well-established utility, one skilled in the art would not 
know how to use the claimed invention. 

Applicants have set forth affirmative evidence that the asserted utility would be credible to one 
of ordinary skill in the art. Applicants contend that because the instant application contains an 
assertion of a specific and substantial utility for the claimed invention that one of ordinary skill in the 
art would find to be credible, this rejection should be withdrawn. 

The Office Action also asserts a rejection of claims 1, 2, 4-8, 10, 1 1, and 42-46, under 35 
U.S.C. § 1 12, first paragraph, as containing subject matter that was not described in the specification 
in such a way as to enable one skilled in the art to which it pertains, or with which it is most clearly 
connected, to make and use the invention. The Action states that a deposit of biological material is 
necessary for the enablement of the claims because the specification does not provide a repeatable 
method for obtaining ATCC Deposit No . PTA- 1 2 1 5 and this deposit does not appear to be a readily 
available material. The Action also states that a deposit made in full compliance with 37 C.F.R. §§ 
1.803-1.809 would satisfy the requirements of 35 U.S.C. § 112, first paragraph, provided that 
Applicants submit an affidavit or declaration by Applicants or someone associated with the patent 
owner who is in a position to make such assurances, or a statement by an attorney of record over his 
or her signature, stating that a deposit has been made under the terms of the Budapest Treaty and that 
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all restrictions imposed by the depositor on the availability to the public of the deposited material will 
be irrevocably removed upon the granting of a patent. 

Pursuant to the Examiner's request, Applicants submit herewith a Declaration stating that a 
deposit complying with 37 C.F.R. §§ 1.801-1.809 was made under the provisions of the Budapest 
Treaty. Applicants contend that all the requirements of 37 C.F.R. §§ 1.801-1.809 have been met. In 
re Lundak, 225 U.S.P.Q. 90 (Fed. Cir. 1985). Withdrawal of this rejection is therefore respectfully 
solicited. 

The Office Action also asserts a rejection of claims 2-8, 1 0, 1 1 , and 42-46, under 35 U.S.C. § 
112, first paragraph, as containing subject matter that was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventors, at the time the 
application was filed, had possession of the claimed invention. The Action states that because the 
genus of IL-lra-L variants recited in claims 2 and 3 is highly variant, and the specification fails to 
describe the common attributes or characteristics identifying the members of this genus, or provide a 
representative number of species to describe this genus, the Applicants were not in possession of the 
claimed genus of nucleic acid molecules at the time the application was filed. 

Applicants have amended claim 2 to recite an isolated nucleic acid molecule comprising a 
region of the nucleotide sequence of SEQ ID NO: 1, or the DNA insert in ATCC Deposit No. PTA- 
1215, encoding a polypeptide fragment of at least 25 amino acid residues; a region of the nucleotide 
sequence of SEQ ID NO: 1, or the DNA insert in ATCC Deposit No. PTA-1215, comprising a 
fragment of at least 16 nucleotides; a nucleotide sequence that hybridizes under at least moderately 
stringent conditions to the complement of the nucleotide sequence of either of these nucleic acid 
molecules; or a nucleotide sequence complementary to the nucleotide sequence of any of the above 
nucleic acid molecules. Applicants contend that because claim 2, as amended, recites only fragments 
of the disclosed human IL-lra-L nucleic acid molecule {i.e., SEQ ID NO: 1), one of ordinary skill in 
the art could readily determine the structure of nucleic acid molecules falling within the scope of this 
claim. Applicants therefore respectfully request that this ground of rejection be withdrawn. 

Applicants have amended claim 3 to recite an isolated nucleic acid molecule comprising a 
nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at least one 
conservative amino acid substitution, wherein the encoded polypeptide is at least 70 percent identical 
to the polypeptide set forth in SEQ ID NO: 2; a nucleotide sequence encoding a polypeptide as set 
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forth in SEQ ID NO: 2 having a C- and/or N- terminal truncation, wherein the encoded polypeptide 
comprises at least 25 amino acid residues; a region of the nucleotide sequence of any of these nucleic 
acid molecules comprising a fragment of at least 1 6 nucleotides; a nucleotide sequence that hybridizes 
under at least moderately stringent conditions to the complement of the nucleotide sequence of any of 
the above nucleic acid molecules; or a nucleotide sequence complementary to any of the above 
nucleic acid molecules. Applicants note that the instant application teaches the amino acid sequence 
for human IL-lra-L polypeptide (Figures 1A-1B) and an amino acid sequence alignment (Figure 2) 
demonstrating that IL-lra-L polypeptide shares a high degree of amino acid sequence identity with 
two other members of the IL-1 family of proteins: IL-15 (59%) and IL-le (44%). The instant 
application also teaches that regions in IL-lra-L polypeptide that are tolerable to conservative amino 
acid substitution can be identified by performing sequence comparisons between IL- lra-L polypeptide 
and other related polypeptides (page 21, line 31 to page 22, line 13). The instant application further 
sets forth in Table I (page 21) rubrics recognized in the art for making conservative amino acid 
substitutions. In view of the teachings in the instant application, Applicants respectfully contend that 
one of ordinary skill in the art would understand the scope of species comprising the disclosed genus, 
and that the inventors were in possession of the invention having said scope at the time the application 
was filed. Thus, Applicants respectfully contend that their specification fulfills the requirements of 35 
U.S. C. § 1 12, first paragraph, and request that this ground of rejection be withdrawn. 

The Office Action also asserts a rejection of claims 2-8, 10, 11, and 42-46, under 35 U.S.C. § 
112, first paragraph, because the specification while being enabling for a nucleic acid encoding a 
polypeptide as set forth in SEQ ID NO: 2, does not reasonably provide enablement for a nucleic acid 
encoding a polypeptide which is "at least about 70% identical to the polypeptide of SEQ ID NO: 2" 
or a nucleic acid molecule encoding a substitution, insertion, or deletion mutant of the polypeptide of 
SEQ ID NO: 2. The Action states that because the claims are overly broad, no guidance is provided 
in the specification as to how one of ordinary skill in the art would generate a nucleic acid molecule 
encoding an IL-lra-L polypeptide other than the one exemplified in the specification, and it is known 
in the art that even a single amino acid change in the amino acid sequence of a protein can have a 
dramatic effect on that protein's function, it would require undue experimentation for one of ordinary 
skill in the art to make and use the claimed invention. 

As described above, Applicants have amended claims 2 and 3 so that they no longer recite 
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nucleic acid molecules comprising either a nucleotide sequence encoding a polypeptide which is at 
least about 70 percent identical to the polypeptide as set forth in any of SEQ ID NO: 2; a nucleotide 
sequence encoding an allelic variant or splice variant of the nucleotide sequence as set forth in any of 
SEQ ID NO: 1; a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one amino acid insertion; or a nucleotide sequence encoding a polypeptide as set forth in SEQ 
ID NO: 2 with at least one amino acid deletion. Applicants contend that the claims, as amended, are 
not overly broad, and that in view of the specification's teachings, one of ordinary skill in the art 
could readily make and use the claimed nucleic acid molecules. Moreover, Applicants contend that 
while the references cited in the Action may teach that an amino acid change in the amino acid 
sequence of a protein can have a dramatic effect on that protein's function, these references do not 
' teach that a conservative amino acid substitution would have this effect. Specifically, Mikayama et 
al, 1993, Proc. Natl. Acad. Set U.S.A. 90: 10056-60, teach that an asparagine-to-serine substitution 
at position 106 in human GIF destroys GIF function, and Voet et al, Biochemistry 126-28, 228-34 
(1990), teach that a glutamic acid-to-valine substitution in beta hemoglobin results in sickle-cell 
anemia. These are not "conservative substitutions" as that term is understood by those with skill in 
the art or as explicitly defined in the instant specification. Applicants note that the instant 
specification does not teach that an asparagine-to-serine substitution or a glutamic acid-to-valine 
substitution is either exemplary or preferred (Table I; page 22). Applicants contend that, in view of 
the specification's explicit teachings and knowledge in the art, it would not require undue 
experimentation for one of ordinary skill in the art to make and use the claimed invention, and 
therefore, Applicants respectfully request that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 35 U.S. C. § 112, first paragraph, 
have been overcome by amendment or traversed by argument, and request that the Examiner 
withdraw all rejections made on this basis. 

5. Rejections of claims 1-8, 10, 11, and 42-46 under 35 U.S.C. § 112, second paragraph 

The Office Action asserts a rejection of claims 1-8, 10, 1 1, and 42-46, under 35 U.S.C. § 1 12, 
second paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter that Applicants regard as their invention. 

The Action first asserts that claims 1 -3 are indefinite for reciting the phrase "hybridizes under 
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moderately or highly stringent conditions" because this phrase is relative and conditional. The Action 
states that some nucleic acids that might hybridize under conditions of moderate stringency would fail 
to hybridize under conditions of high stringency. Applicants note that the specification defines the 
meaning of the terms "moderately stringent conditions" (page 17, lines 12-18) and "highly stringent 
conditions" (page 16, lines 6-13), and provides examples of each. However, in order to more 
particularly point out and distinctly claim the subject matter that Applicants regard as their invention, 
Applicants have amended claims 1-3 to recite that the claimed nucleic acid molecules comprise a 
nucleotide sequence that "hybridizes under at least moderately stringent conditions " Applicants 
contend that the claims, as amended, are not indefinite, and therefore, respectfully request that this 
ground of rejection be withdrawn. 

The Action next asserts that claim 2 is vague for reciting the phrase "about 70% identical" 
because the term "about" is inherently vague and indefinite. As discussed in section 3 above, 
Applicants have amended claim 2 so that it no longer recites a nucleic acid molecule comprising a 
nucleotide sequence encoding a polypeptide which is at least about 70 percent identical to the 
polypeptide as set forth in any of SEQ ID NO: 2. In addition, Applicants have amended claim 2 to 
replace the term "at least about 25 amino acid residues" with the term "at least 25 amino acid 
residues," and claims 2 and 3 to replace the term "at least about 16 nucleotides" with the term "at 
least 16 nucleotides." Applicants contend that the claims, as amended, are not indefinite, and 
therefore, respectfully request that this ground of rejection be withdrawn. 

The Action next asserts that claims 2 and 3 are vague and indefinite for reciting the phrase 
"has an activity of the polypeptide set forth in... SEQ ID NO: 2" because the activity of the 
polypeptide encoded by the nucleic acid being claimed is unclear. While Applicants respectfully 
disagree with the assertion that this phrase is indefinite, in an effort to expedite the present application 
to allowance Applicants have amended the pending claims to delete the phrase objected to in the 
Action, and affirmatively recite that C- and/or N- terminally truncated IL-lra-L polypeptide variants 
must comprise at least 25 amino acid residues. Applicants contend that the claims, as amended, are 
not indefinite, and therefore, respectfully request that this ground of rejection be withdrawn. 

The Action next asserts that claim 10 is vague and indefinite for reciting the phrase "other 
than the promoter DNA for the native IL-lra-L polypeptide" because it is unclear which promoter 
DNA is being excluded and which is being included in the claim. Applicants have amended claim 10 
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to recite that "the nucleic acid molecule comprises promoter DNA other than native IL-lra-L 
promoter DNA." Applicants contend that because it is clear which promoter DNA is being excluded 
and which is being included, claim 10 is not indefinite, and therefore, respectfully request that this 
ground of rejection be withdrawn. 

The Action next asserts that claim 46 is indefinite for reciting the term "fragments] thereof 
because this term encompasses potentially any portion of the heterologous polypeptide including a 
single amino acid. Applicants have amended claim 46 to recite that the IgG constant domain 
fragment must be "biologically-active," and therefore, respectfully request that this ground of 
rejection be withdrawn. 

The Action next asserts that claims 45 and 46, which are dependent upon non-elected claims 
13, 14, or 15, should be amended to be dependent upon on elected nucleic acid claims, since the 
nucleic acid is utilized in production of the fusion proteins. Applicants have amended claims 45 and 
46 to recite a nucleic acid molecule encoding a fusion polypeptide comprising the nucleic acid 
molecule of any of claims 1, 2, or 3 fused to DNA encoding a heterologous amino acid sequence. 
Because claims 45 and 46, as amended, are no longer dependent upon non-elected claims 13, 14, or 
15, Applicants request that this ground of rejection be withdrawn. 

The Action next asserts that claims 4-8, 11, and 42-44 are vague and indefinite for being 
dependent upon claims 1 and 2 for their limitations. Applicants contend that the claims, as amended, 
satisfy the requirements of 35 U.S.C. § 1 12, second paragraph, and therefore, respectfully contend 
that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 35 U.S.C. § 1 12, second paragraph, 
have been overcome by amendment or traversed by argument, and request that the Examiner 
withdraw all rejections made on this basis. 

6. Rejections of claims 1-8, 10, 11, and 42-46 under 35 ILS.C. § 102 

The Office Action asserts a rejection of claims 1-8, 10, 11, and 42-46, under 35 U.S.C. § 
102(a), as being anticipated by International Publication No. WO 99/37662 (published July 29, 1999), 
contending that this reference discloses a nucleotide sequence of a cDNA molecule encoding a SPOIL 
protein, which would be capable of hybridizing under moderately stringent conditions to the 
complement of the nucleotide sequence of SEQ ID NO: 1 , or which, in the absence of an upper limit 
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to the number of substitutions, deletions, or insertions, would meet the limitations of claim 3. 
Applicants traverse this rejection. 

Applicants first note that the cDNA molecule disclosed in International Publication No. WO 
99/37662 shares a sequence identity of 7.5% with the nucleotide sequence of SEQ ID NO: 1 (Exhibit 
C). In view of the specification's teaching that nucleic acid molecules capable of hybridizing under 
moderately stringent conditions will share a sequence identity of approximately 79% (page 17, lines 
17-18), it is quite apparent that the cDNA molecule disclosed in WO 99/37662 would not hybridize 
to the nucleotide sequence of SEQ ID NO: 1 under Applicants' recited stringency conditions. In 
addition, as described in section 4 above, Applicants have amended claim 3 to recite an isolated 
nucleic acid molecule comprising a nucleotide sequence encoding a polypeptide as set forth in SEQ 
ID NO: 2 with at least one conservative amino acid substitution, wherein the encoded polypeptide is 
at least 70 percent identical to the polypeptide set forth in SEQ ID NO: 2. Applicants contend that 
claim 3, as amended, does not encompass the cDNA molecule disclosed in WO 99/37662. Applicants 
contend, therefore, that International Publication No. WO 99/37662 cannot anticipate the claims of 
the instant application, and respectfully request that this ground of rejection be withdrawn. 

The Office Action next asserts a rejection of claims 1-8, 10, 11, and 42-46, under 35 U.S. C. § 
102(b), as being anticipated by European Patent Application No. EP 0 855 404 (published July 29, 
1 998), contending that this reference discloses a nucleotide sequence of a cDNA molecule encoding 
an IL-lra beta protein, which would be capable of hybridizing under moderately stringent conditions 
to the complement of the nucleotide sequence of SEQ ID NO: 1 , or which, in the absence of an upper 
limit to the number of substitutions, deletions, or insertions, would meet the limitations of claim 3. 
Applicants traverse this rejection. 

Applicants first note that the cDNA molecule disclosed in European Patent Application No. 
EP 0 855 404 shares a sequence identity of 44.3% with the nucleotide sequence of SEQ ID NO: 1 
(Exhibit D). As discussed above, in view of the specification's teaching that nucleic acid molecules 
capable of hybridizing under moderately stringent conditions will share a sequence identity of 
approximately 79%, it is quite apparent that the cDNA molecule disclosed in EP 0 855 404 would not 
hybridize to the nucleotide sequence of SEQ ID NO: 1 under Applicants' recited stringency 
conditions. In addition, as described in section 4 above, Applicants have amended claim 3 to recite an 
isolated nucleic acid molecule comprising a nucleotide sequence encoding a polypeptide as set forth in 
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SEQ ID NO: 2 with at least one conservative amino acid substitution, wherein the encoded 
polypeptide is at least 70 percent identical to the polypeptide set forth in SEQ ID NO: 2. Applicants 
contend that claim 3, as amended, does not encompass the cDNA molecule disclosed in EP 0 855 
404. Applicants contend, therefore, that European Patent Application No. EP 0 855 404 cannot 
anticipate the claims of the instant application, and respectfully request that this ground of rejection be 
withdrawn. 

The Office Action next asserts a rejection of claims 1-8, 10, and 42, under 35 U.S. C. § 
102(b), as being anticipated by U.S. Patent No. 5,075,222 (issued December 24, 1991), contending 
that this reference discloses a nucleotide sequence of a cDNA molecule encoding an IL-lra protein, 
which would be capable of hybridizing under moderately stringent conditions to the complement of 
the nucleotide sequence of SEQ ID NO: 1, or which, in the absence of an upper limit to the number 
of substitutions, deletions, or insertions, would meet the limitations of claim 3. Applicants traverse 
this rejection. 

Applicants first note that the cDNA molecule disclosed in U.S. Patent No. 5,075,222 shares a 
sequence identity of 24. 4% with the nucleotide sequence of SEQ ID NO: 1 (Exhibit E). As discussed 
above, in view of the specification's teaching that nucleic acid molecules capable of hybridizing under 
moderately stringent conditions will share a sequence identity of approximately 79%, it is quite 
apparent that the cDNA molecule disclosed in U.S. 5,075,222 would not hybridize to the nucleotide 
sequence of SEQ ID NO: 1 under Applicants' recited stringency conditions. In addition, as described 
in section 4 above, Applicants have amended claim 3 to recite an isolated nucleic acid molecule 
comprising a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at least 
one conservative amino acid substitution, wherein the encoded polypeptide is at least 70 percent 
identical to the polypeptide set forth in SEQ ID NO: 2, Applicants contend that claim 3, as amended, 
does not encompass the cDNA molecule disclosed in U.S. 5,075,222. Applicants contend, therefore, 
that U.S. Patent No. 5,075,222 cannot anticipate the claims of the instant application, and respectfully 
request that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 3 5 U. S . C . § 1 02 have been overcome 
by amendment or traversed by argument, and request that the Examiner withdraw all rejections made 
on this basis. 
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CONCLUSIONS 

Applicants respectfully contend that all conditions of patentability are met in the pending 
claims as amended. Allowance of the claims is thereby respectfully solicited. 

If Examiner Mertz believes it to be helpful, she is invited to contact the undersigned 
representative by telephone at (312) 913-0001. 



Respectfully submitted, 

McDonnell Boehnen Hulbert & Berghoff 



Dated: January 16, 2003 
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DECLARATION 

1. Applicants deposited cDNA encoding human IL-lra-L polypeptide with the 
American Type Culture Collection (ATCC), 10801 University Boulevard, Manassas, VA 20110- 
2209. 

2. The deposit was accepted by the ATCC, an International Depository Authority, 
under the provisions of the Budapest Treaty, and the deposit was designated as PTA-1215. A 
copy of the ATCC receipt for this deposit, showing the patent deposit designation (Accession 
No. PTA-1215) and the date on which the deposit was received by the ATCC (January 20, 2000) 
is attached. 

3. Pursuant to 37 C.F.R. § 1.808(a)(2), the deposit was made under conditions that 
assure that all restrictions imposed by the depositors on the availability to the public of the 
deposited material would be irrevocably removed upon the granting of a patent relying on the 
deposited biological material. 

4. In making the deposit, Applicants acknowledged their responsibility, pursuant to 
37 C.F.R. § 1.805, to provide a replacement or supplemental deposit if the depository possessing 
the deposit is unable to furnish samples thereof or is able to furnish samples thereof but the 
deposit has become contaminated or has lost its capability to function as described in the 
specification. 





5. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code and that such willful false statements may jeopardize the validity of the 
application or any patent issuing thereon. 




Respectfully submitted, 
McDonnell Boehnen Hulbert & Berghoff 



Dated: January 16. 2003 
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ATCC 



10801 University Blvd • Manassas. VA 20110-2209 • Telephone: 703-365-2700 • FAX: 703-365-2745 

BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF 
THE DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 



INTERNATIONAL FORM 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSEMS^UED PURSUANT TO RULE 7.3 
AND VIABILITY STATEMENT ISSUED/pURSt#3JT TO RULE 10.2 




_ P 

To: (Name and Address of Depositor or Attorney) U 

Amgen Inc. 

Attn: Dawn Pohl - 
One Amgen Center Drive 
Thousand Oaks, CA 91320-1799 

Deposited on Behalf of: Amgen Inc. (Ref. A-637-P) 

Identification Reference by Depositor: Patent Deposit Designation 

Human IL- Ira like cDNA subcloned into the pGME-T easy 
Vector and transfected into DH10B bacteria PTA-1215 

The deposit was accompanied by: a scientific description^ a proposed taxonomic description indicated above. 

The deposit was received January 20. 2000 by this International Depository Authority and has been accepted. 

AT YOUR REQUEST: X. We will inform you of requests for the strain for 30 years. 

The strain will be made available if a patent office signatory tojhe Budapest Treaty certifies one's right to receive, 
or if a U.S. Patent is issued citing the strain, and ATCC is i^Qb0d>)t^xe United States Patent & Trademark 
Office or the depositor to release said strain. 




If the culture should die or be destroyed during the effective term oftHe $p33u, itj^arfl be your responsibility to 
replace it with living culture of the same. 

The strain will be maintained for a period of at least 30 years from date of deposit, or five years after the most recent 
request for a sample, whichever is longer. The United States and many other countries are signatory to the Budapest 
Treaty. 

The viability of the culture cited above was tested February 1. 2000 . On that date, the culture was viable. 
International Depository Authority: American Type Culture Collection, Manassas, VA 201 10-2209 USA. 
Signature of person having authority to represent ATCC: 

Date: February 1.2000 

Barbara M. Hailey, Administrator, Patent DepWtory 

cc: Scott N. Bernstein 
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EXHIBIT A 



BLASTP 2.2.5 [Nov-16-2002] 
Reference: 

Altschul, Stephen F. , Thomas L. Madden, Alejandro A. Schaffer, 
Jinghui Zhang, Zheng Zhang, Webb Miller, and David J. Lipman (1997), 
"Gapped BLAST and PSI-BLAST: a new generation of protein database search 
programs", Nucleic Acids Res. 25:3389-3402. 

RID: 1041959765-016166-6258 



Query= 



(157 letters) 



Database: All non- redundant GenBank CDS 
translations+PDB+SwissProt+PIR+PRF 

1,292,592 sequences; 412,925,052 total letters 

Related Structures 



Score 



Sequences producing significant alignments: 

gi 16694394 |gb|AAF25213.1|AF201833_l FIL1 eta [Homo sapiens] 

gi I 20822718 j ref | XP_130058 . 1 1 RIKEN cDNA 2310043N20 [Mus mus . . 
gi|25008591|sp|Q9D6Z6|HF8_MOUSE Interleukin 1 family membe., 
gi I 20070252 | ref | NPJD55253 . 2 | interleukin 1 family, member 8., 
gi 19665234 | ref | NP__0625 64 . 1 1 interleukin 1 family, member 9;., 
gi 17657092 | ref | NP_055255 . 1 | interleukin 1 family, member 6 ., 
gi|20822740|ref | XP_130067 . 1 1 IL-1F9 [Mus musculus] >gi|2394,, 
gi | 9506601 | ref | NP_062323 . 1| interleukin 1 family, member 9;., 
gi 119068184 | gb|AAL67151. 11 IL-lF7d [Homo sapiens] 
gi | 10185738 | gb | AAG14421 . 1 |AF251119_1 interleukin-l-related . 
gi | 6694392 |gb|AAF25212.1|AF201832_l FILl zeta [Homo sapiens] 
gi I 20127524 I ref | NP_055254 . 2 I interleukin 1 family, member 7. 
gi I 25008597 | sp| Q9QYY1 1 I1F5_M0USE Interleukin 1 family membe. 
gi I 9506807 [ ref | NP_062324 . 1 1 interleukin 1 family, member 5 . 
gi I 6912432 I ref j NP_036407 . 1 1 interleukin 1 family, member 5 . 
gi|23346487|ref | NP_694717 . 1 | IL-1F10 [Mus musculus] >gi|250. 
gi 1250085891 sp | Q8WWZ1 1 I1FA_HUMAN Interleukin 1 family membe. 
gi|201276691ref | NP_115 945 . 3 | putatitve interleukin-1 recept. 
gi 1 124313 | sp|P25085 | IL1X_M0USE Interleukin-1 receptor antag. 
gi 119068186 I gb | AAL67154.il IL-lF7e [Homo sapiens] 
gi 1238585 |gb |AAB20265.1| interleukin 1 receptor antagonist . 
gi 1 13624317 | ref | NP_112444 . 1 1 interleukin 1 receptor antagon. 
gi 1 10185740 I gb IAAG14422.il interleukin-l-related protein sh. 
gi | 198390 | gb | AAA39310.1) interleukin 1 receptor antagonist 
gi 1 128299661 gb|AAK01948. 1| interleukin-1 receptor antagonis. 
gi | 11559964 | ref |NP_071530 . 1 | interleukin 1 receptor antagon. 
gi| 6166230 |sp| 018999 |IL1X_H0RSE INTERLEUKIN- 1 RECEPTOR ANTA. 
gi | 3211711 |gb | AAC39257.il interleukin-1 receptor antagonist, 
gi | 1274 |emb|CAA38566 . 1 | interleukin-1 beta [Ovis aries] 
gi 1 12746561 1 o^> | AAK01472.il interleukin-1 receptor antagonis. 
gij 124312 jsp I P18510|IL1X_HUMAN Interleukin-1 receptor antag. 
gi | 2997621 | gb | AAC39672.il interleukin-1 intracellular recep. 
gi | 999512 |pdb|lIRP| Interleukin-1 Receptor Antagonist Prot. 
gi|6016361|sp|Q29056|ILlX_PIG INTERLEUKIN-1 RECEPTOR ANT AGO. 
gi I 69700 |pir | | ICBOIB interleukin-1 beta precursor - bovine . 
gi 1 124314 | sp IP26890 | IL1XJRABIT INTERLEUKIN-1 RECEPTOR ANTAG. 
gi|7438656|pir| (A39386 interleukin-1 receptor antagonist, 1. 
gi | 10835147 | ref | NP_0005 68 . 1 | interleukin 1 receptor antagon. 



(bits) 


Value 


323 


5e-88 


208 


2e-53 


206 


6e-53 


187 


4e-47 


139 


le-32 


139 


le-32 


137 


4e-32 


116 


9e-26 


89 


2e-17 


89 


3e-17 


89 


3e-17 


89 


3e-17 


79 


2e-14 


79 


2e-14 


78 


4e-14 


75 


3e-13 


74 


5e-13 


74 


6e-13 


74 


7e-13 


74 


9e-13 


73 


le-12 


73 


le-12 


73 


le-12 


73 


le-12 


73 


2e-12 


72 


4e-12 


68 


4e-ll 


68 


5e-ll 


68 


5e-ll 


68 


5e-ll 


68 


5e-ll 


67 


6e-ll 


67 


6e-ll 


67 


6e-ll 


67 


6e-ll 


67 


8e-ll 


67 


8e-ll 


67 


9e-ll 



1 




gil 


eni C3Cfl 1 1 f\HH AQO 1 TT 1 V T-tOT7T"KT TUTT'DT TTTTTfTU— 1 T3T?n?"DTfYR aWTB 
bUlb J bU 1 Sp 1 O / /40Z \ XXjXA OUvLLi ±Klilir\.ljriUJ\-LJM X XVCj^Hjir 1 \J£\ AiNlii. .. 


67 


le- 


-10 


gil 


OQC1 o7 1 -*~v^V\ 1 1 TTD I 9 rVi -ji n 9 T t-> 4- /-^ y* "1 aiilri n 1 Boponfor 2Vn+"arro 

r | pCLD | 1 1 llW | Z 1 -il ^-i I II ^ ^ j. n J.C UJS— Lll X ACL>cpLUi -"-11 <- o-y u • • • 


67 


le- 


-10 


gil 


i on 1AH 1 1 no 1 <T01 I it it) c in7 l T?T> TMTDTJT TPT TV T XT 1 T5TJ 1 rri 7» T}TJTi , f''*TTT} GOT} 

XZ4 30 f | Sp | P/ 1 1 |TTiln SiuLh*!? IN 1J1iJS1.--jUJV1-N 1 UiiilA ir±vtlj^Urv.ovjiv . . . 


66 


le- 


-10 


gil 


i oviono 1 1 TiH fl /IOO I T T 1 "O T3 r\X rTXT TVP I'LTTJT TPTTVT'kT 1 T3T? p P7l TDTSTTf^Trn crtB 

X24 30/ | Sp | PM^4/H | llilP BUVX1N XlN I H.KiiH.im I N — j_ J3H, 1A Jr±U!i^>Ux\.oUrv.. . . 


65 


3e- 


-10 


gil 


983 65 42 | db j | BAB1180 6 . 1 | interleukin-1 receptor antagonis... 


DO 






gii 


jii XX /uy | go 1 AALjyzDo . x | interieiuu.ii" x Deud L_ii<_£u.u.is o<iucLL±ui> j 


65 


4e- 


-10 


gi 1 


61 6 62 29 | sp I Qz 0 3o b | IL1B nuKoE interieuKin-i oeta precurso. . . 






-1 0 


gi 1 


11526 /o 1 1 gb I AAG36 / / / . 1 1 At zlbc^b^i interieuKin-i receptor. . . 


OH 


O tr 




gi 


7438655 |pir| 1 JCob4o interieujcin- x Deta — norse pgi | z*io.3D . . . 


OO 




-09 


gi 


124305 1 sp | rzoooy | XXiXiJ PX(_r Iin lliiKI ihiUiSJ-JN— 1 £ih> 1A Jb'J^XiOUxvoUxs. ( - - . 


^7 
OJ 




_ HQ 

U 27 


gi 


481234 |pir| |S3o3/3 interxeuKin- 1 Det:a. precursor pig -^g* • • 






u 3 


gi 


173 6720 1 1 sp 1 QyWVGl 1 IL1B CAVPO inr.erieuKin- 1 ceta precurs . . . 


D J 


z e 


-HQ 


gi 


17084 45 | sp | Pb 1 /4o | IL1B CEREL lnterleuKin-1 Deta precurso... 


OZ 


z e 




gi 


lo4oyuo / 1 gc [ AArii J b4 4 . x | ■binu.xa.r to replication lnitiatio . . . 


OZ 


-1 c 


-09 


gi 


oUlbJoo 1 Sp 1 E* / yXbZ | XXiXrS UiVirnX XIM lilixv 1 iriUi\±JN ± diLLA irxUijUUxvou . . . 


o__ 


Op. 


-09 


gi 


onOJinOJl I n«imQ1 OO ITT1B UTVr»'C'l\ TU'I'L'PT itttvt'KT— 1 ■RTTT'JV DDPrTTO en 
oUZ4U^-4 | Sp | X* / yXo^i | XXiXli rlA.Cc A i im i h.k i .h.iik i im — i ±I\ irivcj^uruD^ . . . 


61 


5e- 


-09 


gi 


X OjZ4j1 I Sp 1 F4oU yU | XXiXiS rlAUrlU XJN liLtK 1 iriUJ\lIM ~ ± D£ilA JrivcjOUrtoU . . . 


61 


5e- 


-09 


gi 


i n no a ac i — -— . i t»c i ji no i tt i tj vta non? txt'ttt'tdt ttttvttvT— 1 "m? r PA "DUTj 1 TT? Q C\ 

X /Uo44b | Sp 1 1*3X4 y3 1 XXiXXS MA.L.IMi!j 1 N 1 H.K 1 iH.nt\ IN- 1 ISHilii ±rIvcjL.urtou . . . 


ox 


5e- 


-09 


gi 


186288 Igb |AAAo9136 . 1 1 interlenfcin X 


ox 


fi£S»- 


-HQ 


gi 


18033002 I gb | AAXjO by4o . i J Ar Jz UJz2 1 int;erieuKiri-i precurso... 


D 1 


D c 


-0Q 

VJ _7 


gi 


152 13526 | gb IAAK92041 . 1 IAF294754 1 interleuKin-1 oeta [ba. . . 


bU 


/ e 


_ A Q 


gi 


668 04 lo ] ret j NP 0323o/.l| lnterieuKm 1 Deta ljxlus rauscuxu. . . 


sn 


/ e 


-HQ 


gi 


2 6225 025 I gb | AAN76442 . 1 1 interleukin- 1 beta precursor [Ma... 


ou 


i e 


_ a q 


gi 


Xz43U o j Sp | X J X4 bZ o | XXiXiJ rvAbXX Xti l H.KI ■H.UK I N— J. JtSiilA lr±\lljCU±\oWr\. . . . 


fin 

ou 


_Lfc= 


-Ofi 


gi 


4948X0 Ipctb I ZMXB | XntierieiUcin— X Beta. \XJ_-X Beta; >gi|Zjx. .. 


fin 

ou 






gi 


XI / 0o31 1 sp j P4Xbo / | XXiXB ITEXjUA X N X r iK ri UKX N - X BiliXA PICBjUUKoU . .. 


fin 

ou 




-OR 

UO 


gi 


10o3ol4o | ret | NP ooub b / . 1 1 inter! euKin l , Deta Lnomo sapi . . . 


O _7 


9 » 
Z c 


u o 


gi 


124303 | sp | P0loo4 | 1L1B HUMAN interieuKin-i oeta precursor... 


^ Q 


9 d 

Z tr 


-OR 


gi 


bozU194 | dbi | BMo / 94 / . i | interxeiiKin- x Deta ^xnxsiops uru. .. 




9*=. 
zt= 


-OR 

UO 


gi 


208 o3o | gb I AAA /zobx . x | mterieuKin x-Dera 


_j _? 


Op 


-OR 

UO 


gi 


4^41jZ 1 pCLD ] lrllX5 | 111 LeJ_lGlJJs— LI1 ±. CeL.a 11) nu>L.cl_LlU VMJ_L.11. . . 


58 


4e 


-08 


gi 


zbzzoUz / 1 gJD j AAN /b4 4 J . 1 1 mterieuKin- 1 oeta precursor L-^ a • * * 


o R 


4 p» 


-OR 
v o 


gi 


2 905622 | gb |AACU 3b 3b . x | interieiiKiri X ceta [riomo sapiens j 


DO 


*ie 


-Oft 

UO 


gi 


X827779 IpoD 1 1IOB I interieuKin-x Beta From Joint it-Kay a. .. 


3 O 


o>e 


-OR 

UO 


gi 


z Oo b3 / 1 gb | AAA /zo4y . x | g_cowtn normone . in lerieuKin x- Deta . . . 


3 O 


c^ 


-OR 

UO 


gi 


230947 Ipctb | 41BI | InterleuJcin- IBeta (IL-XBeta) (Mutant w. . . 


Do 


Cq 


_ AO 
— UO 


gi 


1 /"TTOn 1 n« 1 Af^VPTT I TT 1 D mn Tl FTT Tn4-y^-w>1^i-iV-iv> 1 T-i*~\4 1 vtt«Arinv*c< 

1 /3 6 /z39 | sp I QyXS // 1 IL1B TRIVU mterieuKin- 1 t>et;a precurs... 


c; p 
o 0 


o e 


_ A Q 


gi 


1170530 | Sp | P46648 | XLXB CERTO IN XJ-o^TiKUKXN- X BJblA PJ^CUKJbO. .. 


O) / 


oe 


UO 


gi 


1 /"/ITiT^I 1 u l_ IHTIT1001T 1 l"7\T7»/IOTOOT 1 '„-t,_„T „■ , 1. J », "1 L--n-l . -r-amn 

164 17601 1 gb IAAL1881 /. 1 |AF4zl3o / 1 mterieuKin 1 oeta pre... 


o / 


i e 


u / 


gi 


13928 69z 1 ret j NP 113/00.11 mterieuKin l oeta [Kattus nor... 


O D 


9 

z e 


u / 


gi 


3175996 | emb | CAA75239 . 1 | interleukin- Ibeta [Gallus gallus... 


t; c 
oo 


o & 
oe 


- u / 


gi 


1 230410 tpdb | zXBl | interieiiKin-XBeta (Xii-XBeta; (Mutant w. . . 


Df_ 


oe 


_ AO 
U / 


gi 


Z3U / y o | pcLD | 3XBX I xnte_cieuKin— XBeta (XXi- xxseta.; (Mutant w. . . 


R4 


/ e 


-07 
u / 


gi 


o / f l to i 1 eitin | CABo34yy . x | inteiieuKin- i-Deta [Aenopus laevis j 




_>c 


_ A c: 


gi 


64 bo bo 4 i eiriD 1 CABooo 4 1 . 3 | mterieuKin - 1 Deta z precursor L*** 


4 o 


O fc: 


UO 


gi 


zbybbl /4 | emb | CAC33o b / . z 1 mterieuKin l ceta protein [bco. . . 


4 o 


O c 


_ a q 
UO 


gi 


| 3o0o8zb | emb | CAAUblo / . X | interleiiKin- X Deta L^ ncor ny nc nus . . . 


ft f 


/ e 


_ AC 
— Uj 


gi 


18152761 | emb | CAC83518 . 1 | interleukin- 1 beta LOncornyncnu. . . 


4 / 


o e 


A t: 
-Uo 


gi 


1 2821975 | db] |BAA24538 . 1 1 interleuKin-1 Deta [Cyprmus car... 


a n 


xe 


— Ufi 


gi 


; 5708097 | emb | CAB52366 . 1 | interleukin- 1-beta [Cyprinus car... 


4 / 


le 


A A 
- U 4 


gi 


i 19911215 | abj 1 BAB8 68oz . 1 1 IL-lb L Paralicntnys olivaceusj 


4o 


4 e 


n a 
— U4 


gi 


| 3687837 | gb |AAC62237 . 1 1 inter lera3cin-l receptor antagonist... 


A C 

4o 


oe 


n >i 
— U4 


gi 


I 25137090 | emb | CAD12102 . 1 1 interleukin-1 beta-1 [Carassius . . . 


/I o 

4z 


0 . 


A A O 

UUz 


gi 


1 12049719 | emb | CAC198 88 . 1 1 interleukin 1 beta 2-2 [Cyprinu. . . 


4 1 


0 . 


UUo 


gi 


1 1204 y / 1 / 1 emb | CACiyo o / . 1 1 mterieuKin 1 beta z-i LLyprmu. . . 




U . 


u u y 


gi 


1 143304 1 / 1 emb | CAC4 100b . 1 1 XnterXeuKm-l Deta [Dicentrarcn. . . 


T Q 

j y 


A 

U . 


fl 9 R 

u zo 


gi 


l9m^"7nQ9l omK t rani 91 m 1 1 -infavl onV-in-1 U a f 3 _9 rfaracici-inQ 

I zoi-3 / uyz i eiiLD j u/vuiz iuj . i | mueneuKin i oeta z l ^-aidssius . . . 


O D 


u . 


9 n 

z u 


gi 


1 16945693 | emb | CAD11603.il interleukin-1 beta [Sparus aura... 


33 


1. 


1 


gi 


| 6016355 | sp | P7 9161 1 IL1A_CAPHI INTEKLEUKIN-l ALPHA PRECURS . . . 


33 


1. 


2 


gi 


1539767 |pir| IA61246 interleukin-1 alpha precursor - sheep 


32 


2. 


3 


gi 


|3687909|gb|AAD04132.1| interleukin-1 receptor antagonist... 


32 


3. 


6 


gi 


(5851794 |dbj IBAA84123.1I phenol hydroxylase component [Ra. . . 


31 


4. 


5 



2 



EXHIBIT B 



Aligned Length = 157 Gaps = 0 

Identities = 157 (100%) Similarities = 0 (0%) 

IL-lra-L 1 MNPQREAAPKSYAIRDSRQMVWVLSGNSLIAAPLSRSIKPVTLHLIACRD 50 
AAF25213 1 MNPQREAAPKSYAIRDSRQMVWVLSGNSLIAAPLSRSIKPVTLHLIACRD 50 

IL-lra-L 51 TEFSDKEKGNMVYLGIKGKDLCLFCAEIQGKPTLQLKEKNIMDLYVEKKA 100 
AAF25213 51 TEFSDKEKGNMVYLGIKGKDLCLFCAEIQGKPTLQLKEKNIMDLYVEKKA 100 



IL-lra-L 101 QKPFLFFHNKEGSTSVFQSVSYPGWFIATSTTSGQPIFLTKERGITNNTN 150 
AAF25213 101 QKPFLFFHNKEGSTSVFQSVSYPGWFIATSTTSGQPIFLTKERGITNNTN 150 

IL-lra-L 151 FYLDSVE 157 
AAF25213 151 FYLDSVE 157 

★ * * * * * * 
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EXHIBIT C 



10 20 30 40 50 

IL-lra-L GT GT T GC T C CACT GT C AGT C CT CCAGAGC C T CAAGAGAT CT T T GGGCCAT 
C ACAACGAGGT GACAGT CAG GAGGT CT C G GAGT T CT C T AGAAAC C C GGT A 



1. SPOIL I 500 510 

[ 130 ] AAGACACC C CT - AACAAA> 

I I I I I I I II 
IL-lra-L AAGAGAT CTTTGGGC CAT 



60 70 80 90 100 

IL-lra-L AT CAGCT T T CT T T C CAAAAT GAACAC AC C CAG GGGCAGGAAAGAAT GCT C 
TAGTCGAAAGAAAGGTTTTACTTGTGTGGGTCCCCGTCCTTTCTTACGAG 

1. SPOIL I 520 530 540 550 

[ 130 ] AT-GGAAGAC--T-GAAAA-GAA-A-GCTGA-GCCCTCCCTGGGCTG-TT> 

II I I I 1 I I I I I I 1 I II I I Ml 

IL-lra-L AT CAG CTTTCTTTC CAAAAT GAACACAC C CAGG G GCAGGAAAGAAT G CT C 



110 120 130 140 150 

IL-lra-L TTTCCTTGGTCATTAAGGGGCCTGGGAGTCCTGGACCAGCTTTTCATGCA 
AAAG GAAC C AGTAAT T C C C CGGAC C CT CAGGAC CT G GT C GAAAAGT AC GT 



AA 

i 

1. SPOIL I 560 570 580 590 600 | 

[ 130 ] TTTCCTTGGTGGT GAAT C AGAT GAAGAACAT CT T AC CAT GT T T T CAT C CA> 

I I I I I I I I I I III I II I I II I I II I II I I 

IL-lra-L TTTCCTTGGTCATTAAGGGGCCTGGGAGTCCTGGACCAGCTTTTCATGCA 



160 170 180 190 200 

IL-lra-L G CT AGAC C ACT T ACAT G C AACT AGAGC CT T GAC T T T GAAAC GAG G GAC AA 
C GAT CT G GT GAAT GT AC GTT GAT CT C GGAAC T GAAACT TTGCTCCCTGTT 



1. SPOIL I 610 620 630 640 650 

[ 13 0 ] GCATTTACTGTTGGTTTTTAC-A-AGGAGTGAATTTTTTA — A — AATAA> 

II III I I I I I I I I I I I I II Ml 

IL-lra-L GCTAGAC CACTTACAT GCAACTAGAGCCT T GACTTT GAAAC GAGGGACAA 



210 220 230 240 250 

IL-lra-L AAGCATCTCTTGCTAAAGGTAACTTCTGCTGCTTAGAACCCAGCCTCCTC 
T T C GT AGAGAAC GAT T T C CAT T GAAGAC GAC GAAT CTTGGGTCG GAG GAG 



1. SPOIL I 660 670 

[ 130 ] AAT CAT T TAT C T C AT AAAAAAA> 

I I I I I I I I II II 
IL-lra-L AAGCAT CT CT T GCT AAAGGT AA 



1 



■4 "\ 



260 270 280 290 300 

IL-lra-L AC CAC CAT CT GAT CT AT CTTGTTCTCTT CACAAAAG GCT CT GAAGAC AT C 
T G GT GGT AGACT AGAT AGAAC AAGAGAAGT GT T T T C C GAGACT T CT GT AG 



310 320 330 340 350 

IL-lra-L AT GAAC CCACAACGGGAGGCAGCACC CAAAT C CT AT GCTATT CGT GATT C 
TACTTGGGTGTTGCCCTCCGTCGTGGGTTTAGGATACGATAAGCACTAAG 



360 370 380 390 400 

IL-lra-L TCGACAGATGGTGTGGGTCCTGAGTGGAAATTCTTTAATAGCAGCTCCTC 
AG CT GT CT AC C ACAC C CAGGACT CAC CT T TAAGAAAT TAT C GT CGAG GAG 



410 420 430 440 450 

IL-lra-L T TAG C C G CAGCAT T AAGC CT GT CACT CT T CAT T TAAT AG C C T GT AGAGAC 
AAT C G GC GT C GTAAT T CGGAC AGT GAGAAGTAAAT TAT C GGACAT C T CT G 



460 470 480 490 500 

IL-lra-L ACAGAATT CAGT GACAAGGAAAAGGGTAATATGGTTTACCT GGGAATCAA 
TGTCTTAAGTCACTGTTCCTTTTCCCATTATACCAAATGGACCCTTAGTT 



510 520 530 540 550 

IL-lra-L GGGAAAAGATCTCTGTCTCTTCTGTGCAGAAATTCAGGGCAAGCCTACTT 
C C CT T T T CT AGAGACAGAGAAGACAC GT CT T T AAGT C C C GT T C GGAT GAA 



560 570 580 590 600 

IL-lra-L T G CAGCT TAAGGAAAAAAAT AT CAT G GAC C T GT AT GT G GAGAAGAAAGC A 
ACGTCGAATTCCTTTTTTTATAGTACCTGGACATACACCTCTTCTTTCGT 



610 620 630 640 650 

IL-lra-L CAGAAGCCCTTTCTCTTTTTCCACAATAAAGAAGGCTCCACTTCTGTCTT 
GTCTTCGG GAAAGAGAAAAAGGT GT TAT T T CT T C C GAGGT GAAGAC AGAA 



660 670 680 690 700 

IL-lra-L T CAGT CAGT CTCTTACCCTGGCTGGTTCATAGCCACCTCCACCACATCAG 
AGT CAGT CAGAGAATGGGACCGACCAAGTATCGGTGGAGGT GGT GT AGT C 



710 720 730 740 750 

I L- 1 ra-L GACAG C C CAT CT T T CT CAC CAAGGAGAGAG G CATAACT AAT AACAC T AAC 
CTGTCGGGTAGAAAGAGTGGTTCCTCTCTCCGTATTGATTATTGTGATTG 



760 770 780 790 800 

IL-lra-L TTCTACTTAGATTCTGTGGAATAAATCCAGCCTAGGCTGTGGGTGGCTGG 
AAGAT GAAT CTAAGACAC CTTATTTAGGT CGGAT CC GACACC CAC C GACC 



2 



« • 



810 820 830 840 850 

I L- 1 ra-L TTCCAGGATAGAGAATCAAGCT GTCAGAGTCATCTTAACAGATCATTAT G 
AAGGT CCTAT CT CTT AGTT CGACAGT CT CAGT AGAAT T GT CTAGT AAT AC 



860 870 880 890 900 

IL-lra-L C GACT GAGTT CACT AGCAGT T CAGC C CAT CC AT AGC T T ACCT CAT T CT T A 
GCT GACT CAAGT GAT C GT CAAGT CGGGTAGGTAT C GAAT GGAGTAAGAAT 



910 920 930 940 950 

IL-lra-L CT AT C CAAAAGC CAC CTCCTCCTC CAAAC AT C CATT T CT GT AC CAAGAC C 
GAT AG GT T TT C G GT GGAG GAGGAG GT T T GT AG GTAAAGACAT G GT T CT GG 



960 970 980 990 1000 

IL-lra-L C T CACT C GAAT GT CACT AT CC CAAGAT GAAAC C T AAAAAT C ACT T T C CAT 
GAGTGAGCTTACAGTGATAGGGTTCTACTTTGGATTTTTAGTGAAAGGTA 



1010 1020 1030 1040 1050 

IL-lra-L TCTTTCTTGATCTTACCCCACCATCCACTCAGCTGCCATGCCCAGTTTAG 
AGAAAGAACT AGAAT G GG GT G GT AGGT GAGT C GAC G GT AC GG GT CAAAT C 



1060 1070 1080 1090 1100 

IL-lra-L TTAACCCCCCAAATGCTGCTTCATGCAACCTTCCATTCCTATTCCTTTTG 
AAT TGGGGGGTT T ACGAC GAAGT AC GT T G GAAGGTAAG GATAAG GAAAAC 



1110 1120 1130 1140 1150 

IL-lra-L C CAAC C CAT GAT GT AGAGAT GT G GAT T CAT GACAT T T T GT T CAT ACAACT 
GGTTGGGTACTACATCTCTACACCTAAGTACTGTAAAACAAGTATGTTGA 



1160 1170 1180 1190 1200 

IL-lra-L TCTT CAAT AAAAC AT TAT AAT AT GT GCCC CAAAGATAAAGCT GAAGAAT G 
AGAAGT T AT TT T GTAAT AT T ATACAC GGGGT T T CT AT T T C GAC T T C T T AC 



1210 1220 1230 1240 

IL-lra-L AGAT GAAT GT GAAATT AAAGGT T T G CAT GT CT T C CTAAT C CT AA 
T CTACT T AC AC T T TAAT T T C CAAAC GT ACAGAAG GAT TAG GAT T 



3 



EXHIBIT D 



10 20 30 40 50 

IL-lra-L GTGTTGCTCCACTGTCAGTCCTCCAGAGCCTCAAGAGATCTTTGGGCCAT 
CACAACGAGGTGACAGTCAGGAGGTCTCGGAGTTCTCTAGAAACCCGGTA 



60 70 80 90 100 

IL-lra-L AT CAGC T T T CT T T CCAAAAT GAACACAC C CAG G G GC AGGAAAGAAT G C T C 
TAGTCGAAAGAAAGGTTTTACTTGTGTGGGTCCCCGTCCTTTCTTACGAG 



110 120 130 140 150 

IL-lra-L TTTCCTTGGTCATTAAGGGGCCTGGGAGTCCTGGACCAGCTTTTCATGCA 
AAAGGAACCAGTAATTCCCCGGACCCTCAGGACCTGGTCGAAAAGTACGT 



160 170 180 190 200 

IL-lra-L G CT AGAC C ACT T ACAT G CAAC T AGAG C CT T GAC T TT GAAAC GAGG GACAA 
CGATCTGGTGAATGTACGTTGATCTCGGAACTGAAACTTTGCTCCCTGTT 



1. IL-lra P 10 
[ 8 82 ] AC GAG C C AC G A> 

I I I I I III 

IL-lra-L AC GAG GGACAA 



210 220 230 240 250 

IL-lra-L AAGCATCTCTTGCTAAAGGTAACTTCTGCTGCTTAGAACCCAGCCTCCTC 
T T C GT AGAGAAC GAT T T C CAT T GAAGAC GAC GAAT CT T G GGT C G GAG GAG 

1. IL-lra (3 20 30 40 50 60 

[ 8 82 ] TTCAGTCCCCTG — GACTGTAGATAAAGACCCTTTCTTGCCAG-GTGCTG> 

I I I I I I III I I 111 I 1 I I III 

IL-lra-L AAGCATCTCTTGCTAAAGGTAACTTCTGCTGCTTAGAACCCAGCCTCCTC 



260 270 280 290 300 

IL-lra-L AC CAC CAT CT GAT C TAT CTTGTTCTCTT CACAAAAG GCT C T GAAGACAT C 
T G GT G GT AGACT AGAT AGAACAAGAGAAGT GT T T T C C GAGACT T C T GT AG 



I 

1. IL-lra P 70 80 90 100 110 

[ 8 82 ] A- GACAAC CAC A- C TAT GAGAG GCAC T C CAG GAGAC G CT AT G GT G GAG GA> 

I I I I I I I I I I I I I II I I I I I I I I 

IL-lra-L AC CAC CAT CT GAT CTATCTTGTTCTCTTCACAAAAGGCTCT GAAGACAT C 



310 320 330 340 350 

IL-lra-L AT GAAC C C ACAAC GGGAGG CAGCAC C CAAAT C CT AT G C T ATT C GT GAT T C 
TACTT GGGT GT T GC CCT C C GT C GT GGGTTTAGGATAC GAT AAGCACT AAG 



1 



GT A 
I I 
1. IL-lra (3 120 130 140 | 160 

[ 8 82 ] AGGGC C CT AT CAAT CAAT GT GT AAAC CT ATTACT GG G C TAT T AAT GAT TT > 

II III I I I I I I I I I I I I I I I I Mill 

IL-lra-L AT GAAC C CACAACGGGAGG CAGC AC C CAAAT C CT AT G C TAT T C GT GAT T C 



360 370 380 390 400 

IL-lra-L T C GACAGAT G GT GT G G GT C CT GAGT GGAAAT T CT T T AAT AGC AG CT C C T C 
AG CT GT CT AC CAC AC C CAG GACT CAC CT TTAAGAAAT TAT C GT C GAG GAG 

T 
I 

1. IL-lra p 170 180 | 190 200 210 

[ 8 82 ] GAAT CAGCAAGT GT G GAC C C T CAGG GT CAGAAC CT T - GT G G C AGT T C CAO 

III I I I I I I I I I I I I I III I I I I I I I I I 
IL-lra-L TCGACAGATGGTGTGGGTCCT GAGT GGAAATTCTTT AAT AGCAGCTCCTC 



410 420 430 440 450 

IL-lra-L T TAG C C GCAGC AT TAAG C CT GT CAC T CT T CAT T T AAT AG C CT GT AGAGAC 
AAT C G G C GT C GTAAT T C G GAC AGT GAGAAGTAAAT TAT C GGACAT C T CT G 

1. IL-lra P 220 230 240 250 260 

[ 8 82 ] ' GAAGT GAC AGT GT GAC C C CAGT CAC T GT T G C T GTT AT CACAT GCAAGT AT > 

II Ml II M M I II I II I I I I I I I 1 I 
IL-lra-L T T AGC C GCAG CAT T AAGC CT GT CACT CT T CAT T T AAT AG CCT GT AGAGAC 



460 470 480 490 500 

IL-lra-L ACAGAATT CAGT GACAAGGAAAAGGGTAATAT GGTTTACCT GGGAAT CAA 
TGTCTTAAGTCACTGTTCCTTTTCCCATTATACCAAATGGACCCTTAGTT 

G 
I 

1. IL-lra P 270 280 290 300 310 

[ 8 82 ] C CAGAG G CT CT T GACAAG G CAGAGG G - GAT C C CAT T TAT T T G GGAAT C CA> 

II I I M II II M I I II I M MM M I M I II I 

I L- 1 ra- L ACAGAATT CAGT GACAAGGAAAAGGGTAATAT GGTTTACCT GGGAAT CAA 



510 520 530 540 550 

IL-lra-L GGGAAAAGATCTCTGTCTCTTCTGTGCAGAAATTCAGGGCAAGCCTACTT 
C C CT T T T CTAGAGAC AGAGAAGACAC GT CTT T AAGT C C C GT T C G GAT GAA 

C 
I 

1. IL-lra P 320 330 340 350 | 360 

[ 8 82 ] GAAT C CAGAAAT GT GT T T GTAT T GT G - AGAAG GT T G GAGAAAG C C CACAT > 

I Ml I II I I I II I I I I I I I I I II I M II I 

IL-lra-L GGGAAAAGATCTCTGTCTCTTCTGTGCAGAAATTCAGGGCAAGCCTACTT 



2 



560 570 580 590 600 

IL-lra-L T G CAGCT T AAGGAAAAAAAT AT CAT GGAC CT GT AT GT GGAGAAGAAAGCA 
ACGTCGAATTCCTTTTTTTATAGTACCTGGACATACACCTCTTCTTTCGT 

1. IL-lra (i 370 380 390 400 410 

[ 8 82 ] T GCAG CT AAAAGAGC AGAAGAT CAT G GAT C T GT AT G - GCCAAC C C GAG CO 

I I I I II I I I I! I II I I I I I I I I I I I I I I I I I I I I 

IL-lra-L . T GCAGCTTAAGGAAAAAAATAT CAT GGACCT GT AT GT GGAGAAGAAAGCA 



610 620 630 640 650 

IL-lra-L CAGAAGCCCTTTCTCTTTTTCCACAATAAAGAAGGCTCCACTTCTGTCTT 
GT C T T C GG GAAAGAGAAAAAG GT GT TAT T T CT T C C GAG GT GAAGAC AGAA 

G 
I 

1. IL-lra (3 | 420 430 440 450 460 

[ 8 82 ] CTGAAACCCTTCCTTTTCTACCGTGCCAAGACTGGTAGGACCTCCACCCT> 

I I I I I I I I I I I I I I I I M M MM II 

IL-lra-L CAGAAGCCCTTTCTCTTTTTCCACAATAAAGAAGGCTCCACTTCTGTCTT 



660 670 680 690 700 

IL-lra-L T CAGT CAGT CT CT T ACC C TGGCTGGTT CAT AG C C AC C T C CAC CAC AT CAG 
AGT CAGT C AGAGAAT GGGAC C GAC CAAGT AT C G GT G GAG GT G GT GT AGT C 

1. IL-lra p 470 480 490 500 510 

[ 8 82 ] TGAGTCTGTGGCCTTCCCGGACTGGTTCATTGCCTCCTCCA — AGA-GAG> 

I I I II I I I I I I I I I I M I I I M I I I I I II I I II II 
IL-lra-L T CAGT CAGT CT CT TACCCTGGCT GGTT CATAGCCACCT C CAC CACATCAG 



710 720 730 740 750 

IL-lra-L GACAGCCCAT CTTT CTCACCAAGGAGAGAGGCATAACTAATAACACTAAC 
CTGTCGGGTAGAAAGAGTGGTTCCTCTCTCCGTATTGATTATTGTGATTG 

1. IL-lra p 520 530 540 550 560 

[ 8 82 ] AC CAG C C CAT CAT T CT GACTT CAGAACT T G GGAAGT CAT ACAACACT GC C > 

I II II II I I II I I I I II I I I I I I M I M I 

IL-lra-L GACAGCCCAT CTTT CTCACCAAGGAGAGAGGCATAACTAATAACACTAAC 



760 770 780 790 800 

IL-lra-L TTCTACTTAGATTCTGTGGAATAAATCCAGCCTAGGCTGTGGGTGGCTGG 
AAGAT GAAT CTAAGACAC CTTATTTAGGT C GGAT C CGACAC CCAC C GACC 

TCTTTGTC 
I 

1. IL-lra P 570 580 590 600 | 

[ 8 82 ] T TT GAAT TAAATATAAAT GACTGAACT CAGC CTA- GAGGT GG CAGCT T GG> 

II I I I I II I I I I I I II I I II I I II I I III 

IL-lra-L TTCTACTTAGATTCTGTGGAATAAATCCAGCCTAGGCTGTGGGTGGCTGG 



3 



810 820 830 840 850 

IL-lra-L T T C CAG GATAGAGAAT CAAG CT GT CAGAGT CAT CT T AACAGAT CAT TAT G 
AAGGT C CT AT C T CT T AGT T C GACAGT CT CAGT AGAAT T GT CT AGTAAT AC 

C TAC T 

I I I 

1. IL-lra p 620 I 630 640 | 660 | 670 

[ 882 ] TTAAAGTTTTGGTTCCCAATGTGTTTTCGTCATTTTCTTAGGTCATTTTO 

|| || II III III I I I I I I I I I I I I II I 

IL-lra-L T T C CAGGAT AGAGAAT CAAG CT GT CAGAGT CAT CT T AACAGAT CAT TAT G 



860 870 880 890 900 

IL-lra-L C GAC T GAGT T C AC TAG CAGT T CAG C C CAT C CAT AG C T T ACCT CAT T C T T A 
GCT GACT CAAGT GAT CGT CAAGTCGGGTAGGTAT CGAAT GGAGTAAGAAT 

G 
I 

1. IL-lra p 680 | 700 710 720 

[ 8 82 ] ACGCTG-GTGCTGAGACAGGGCAAGGC-TGCTGTTATCATCTCATT-TTA> 

I I I II I III I M I I I I I 

IL-lra-L C GACT GAGT T CACTAG CAGT T CAG C C CAT CCATAGCT TAC CT CAT TCTT A 



910 920 930 940 950 

IL-lra-L C TAT C CAAAAG CCAC CTCCTCCTC CAAACAT C CAT T T CT GT AC CAAGAC C 
GATAGGT T T T C GGT G GAG GAGGAGGT T T GT AG GTAAAGACAT G GT T CT G G 

1. IL-lra p 730 740 750 760 

[ 8 82 ] T AAT GAAGAAG- AAGCAAT TACT T C — AT AG CAACT GAAG - AAC AGGAT G> 

II MM II I I I I I I I I I I I M II 
IL-lra-L CT AT C CAAAAGCCAC CT C CT C CT C CAAACAT C CAT T T CT GT AC CAAGAC C 



960 970 980 990 1000 

IL-lra-L C T CACT C GAAT GT CACT AT CC CAAGAT GAAAC C TAAAAAT CAC T T T C CAT 
GAGT GAGC T TACAGT GAT AG G GT T CT ACT T T GGAT T T T T AGT GAAAG GT A 

1. IL-lra P 770 780 790 800 810 

[ 8 82 ] TGGCCTCAGAAG-CAGGAGAGCTGGGTGGTA--TAAGGCTGTCCTCTCAA> 

I I I I I I I I I I I I I I I I I I I I I 
IL-lra-L CT CACT C GAAT GT CAC TAT C C CAAGAT GAAAC CTAAAAAT CACT T T C CAT 



1010 1020 1030 1040 1050 

IL-lra-L TCTTTCTTGATCTTACCCCACCATCCACTCAGCTGCCATGCCCAGTTTAG 
AGAAAGAACTAGAAT G GG GT G GT AG GT GAGT C GAC GGT AC G G GT CAAAT C 

G 
I 

1. IL-lra P |820 830 840 850 860 

[ 882 ] GCTGTGCTG-T - GT AG GC C ACAAGG C A- T C T G CAT GAGT GAC T T T AAGAC > 

III III II I I I I I II I I I I I I I I 

IL-lra-L TCTTTCTTGATCTTACCCCACCATCCACTCAGCTGCCATGCCCAGTTTAG 
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# • 



1060 1070 1080 1090 1100 

IL-lra-L TTAACCCCCCT^AATGCTGCTTCATGCT^CCTTCCATTCCTATTCCTTTTG 
AATTGGGGGGTTTACGACGAAGTACGTTGGAAGGTAAGGATAAGGAAAAC 



GA 
I 

1. IL-lra p 870 880 890 900 910 

[ 8 82 ] TCAA-AGACCAAACACTGCTTTCTTCTAGGGGTGGGTATGAAGATGCTTO 

III I I I I I I I I I I I I I I I I II 

IL-lra-L TTAACCCCCCAAATGCTGCTTCATGCAACCTTCCATTCCTATTCCTTTTG 



1110 1120 1130 1140 1150 

IL-lra-L C C AAC C CAT GAT GT AGAGAT GT GGAT T CAT GACAT T T T GT T CAT ACAAC T 
GGTTGGGTACTACATCTCTACACCTAAGTACTGTAAAACAAGTATGTTGA 



GCGC C 
I I 

1. IL-lra p 920| 930 | 940 950 960 

[ 882 ] AGAGCT CAT GT TAC C C AGAT G - GC AT GACT AGCAC AGAG C T GAT - C - T C T > 

I I I I I I I I I I I I I I I I II I I I I I II 

IL-lra-L C C AAC C CAT GAT GT AGAGAT GT G GAT T CAT GACAT T T T GT T CAT ACAAC T 



1160 1170 1180 1190 1200 

IL-lra-L T CTT CAAT AAAACAT TATAATAT GT G C C C C AAA G AT AAAG C T GAAG AAT G 
AGAAGT TAT T T T GT AAT AT T AT ACAC GGGGT T T CT AT T T C GACT T C T TAC 



1. IL-lra p 970 980 990 1000 1010 

[ 8 82 ] GTTTCTGTTTTGC-TT-TATTCCCTCTTGGGATGATATCATCCAGTCTTT> 

I I I I I II I I I I I I I I I I I 

IL-lra-L T CTT CAATAAAACATT ATAATAT GT GC CCCAAAGATAAAGCT GAAGAAT G 



1210 1220 1230 1240 

IL-lra-L AGAT GAATGTGAAATTAAAGGTTTGCATGT CTT CCTAATCCTAA 
T CTACTTACACTTTAAT TT C CAAAC GT AC AG AAG GAT TAG GAT T 



1. IL-lra p 1020 1030 1040 1050 

[ 882 ] AT AT G- T T G C CAAT AT AC CT CAT T GT GT GT AAT - AGAA- C CT > 

I I I I II II II III III I I I I I I 

IL-lra-L AGAT GAAT GT GAAAT TAAAGGT T T GC AT GT CT T C C TAAT CC T 
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EXHIBIT E 



10 20 30 40 50 

IL-lra-L GT GT T G CT C C ACT GT CAGT C CT CCAGAGC CT CAAGAGAT CT T T G GG C CAT 
CACAAC GAGGT GACAGT CAGGAGGT CT CGGAGTT CT CTAGAAAC C CGGTA 



60 70 80 90 100 

IL-lra-L AT CAG CT T T CT T T C CAAAAT GAACACAC C CAG GGG CAGGAAAGAAT GCT C 
TAGTCGAAAGAAAGGTTTTACTTGTGTGGGTCCCCGTCCTTTCTTACGAG 



110 120 130 140 150 

IL-lra-L TTTCCTTGGTCATTAAGGGGCCTGGGAGTCCTGGACCAGCTTTTCATGCA 
AAAGGAAC CAGTAAT T C C C CGGAC C CT CAGGAC CT G GT C GAAAAGT AC GT 



160 170 180 190 200 

IL-lra-L G CT AGAC C ACTT ACAT G CAACT AGAG C CTT GACT T T GAAAC GAG GGACAA 
CGATCTGGTGAATGTACGTTGATCTCGGAACTGAAACTTTGCTCCCTGTT 



210 220 230 240 250 

IL-lra-L AAGCATCTCTTGCTAAAGGTAACTTCTGCTGCTTAGAACCCAGCCTCCTC 
T T C GT AGAGAAC GAT T T CCATT GAAGAC GAC GAAT CTTGGGTCG GAG GAG 



1. IL-lra 



40 

[ 538 ] CAGAGGCCTO 

111 II I I 

IL-lra-L CAGCCTCCTC 



260 270 280 290 300 

IL-lra-L ACCAC CATCT GAT CTAT CTT GT T CT CTT CACAAAAGGCT CT GAAGACAT C 
T GGT GGT AGACT AGATAGAACAAGAGAAGT GT T T T C C GAGAC T T CT GT AG 

1. IL-lra 50 60 70 80 90 

[ 53 8 ] CGCAGTCACCTA-ATCAC-TCTCCTCCTCTTCCTGTTCCATTCAGAGACG> 

II I I I I I I I I I M I I I I I I 

IL-lra-L AC CAC CATCT GAT CTAT CTTGTTCT CTT CACAAAAGGCT CT GAAGACAT C 



310 320 330 340 350 

IL-lra-L AT GAAC CCACAAC GGGAGG CAGCAC C CAAAT C C TAT G C TAT T C GT GAT T C 
TACTTGGGTGTTGCCCTCCGTCGTGGGTTTAGGATACGATAAGCACTAAG 

1. IL-lra 100 110 120 130 

[ 538 ] ATCTGCCCAC — CCTCTGGGAG-A AAAT C C - A- G CAAGAT G CAAGC C > 

II I I I I I I Mill I I II I I I I I I I I I 

IL-lra-L AT GAACC CACAAC GGGAGG CAGCAC C CAAAT C CTAT GCT ATT C GT GAT T C 



• - • 



360 370 380 390 400 

IL-lra-L TCGACAGATGGTGTGGGTCCTGAGTGGAAATTCTTTAATAGCAGCTCCTC 
AG CT GT CT AC CAC AC C CAG GACT CAC CT T TAAGAAATT AT CGT C GAGGAG 



A 
I 

1. IL- Ira 140 150 160 170 I 

[ 538 ] TT CAGAAT CTGGGAT GTTAACCAGAAGAC CTT CTAT CTGAGGAACACCAA> 

I I I I I II I I I I II I I I I I I I I I 

IL-lra-L TCGACAGATGGTGTGGGTCCTGAGTGGAAATTCTTTAATAGCAGCTCCTC 



410 420 430 440 450 

IL-lra-L T TAG C C G C AGCATTAAGC C T GT CACT CTT CAT T T AAT AG C CT GT AGAGAC 
AAT C G G C GT C GT AATT CGGACAGT GAGAAGTAAAT TAT C G GAC AT C T CT G 

1. IL-lra 190 200 210 220 

[ 538 ] CTAGTTGCTGGA-TA — CT T G - CAAGGAC CAAAT - GT - CAAT TT AGAAGA> 

III I I I I I I I II I I I I I I I I I 1 I 

IL-lra-L T TAG C C GC AG CAT T AAGC CT GT CACT CTT CAT T T AAT AG C CT GT AGAGAC 



460 470 480 490 500 

IL-lra-L ACAGAAT T CAGT GAC AAGGAAAAG G GTAAT AT G GT T T AC CT G G GAAT CAA 
TGTCTTAAGTCACTGTTCCTTTTCCCATTATACCAAATGGACCCTTAGTT 



1. IL-lra 0 240 | 260 270 280 

[ 538 ] AAAGAT AGAT GT G GT AC C CAT GAG C C T CAT GCTCTGTTCTT GG GAAT CCA> 

I I I I III I I II 111 I I I I I I I I I I I I 

IL-lra-L ACAGAATT CAGT GACAAGGAAAAGGGTAATAT GGTTTACCT GGGAAT CAA 



510 520 530 540 550 

IL-lra-L GGGAAAAGAT CTCT GTCT CTTCTGT GCAGAAATT CAGGGCAAGCCTACTT 
C C C T T T T CTAGAGAC AGAGAAGACAC GT C T T T AAGT C C C GT T C GGAT GAA 



1. IL-lra 290 300 310 320 330 

[ 538 ] T GGAGGGAAGAT GTGCCTGTCCTGTGT CAAGT C T GGT GAT GAGAC CAGAC > 

III I I I I I I I I I I I I I I I II I I 

IL-lra-L GGGAAAAGAT CTCT GTCT CTTCTGT GCAGAAATT CAGGGCAAGCCTACTT 



560 570 580 590 600 

IL-lra-L T GCAGCT T AAGGAAAAAAATAT CAT GGAC CT GT AT GT G GAGAAGAAAG CA 
ACGTCGAATTCCTTTTTTTATAGTACCTGGACATACACCTCTTCTTTCGT 



G 
I 

1. IL-lra 340 350 360 370 | 

[ 53 8 ] T C CAGCT G GAGG CAGT T AACAT CACT GAC CT G - AG C GAGAAC AGAAAG CA> 

I I I I I I I I I I I I I I I I II I I II I M I I I I I I I I 

IL-lra-L T GCAGCTTAAGGAAAAAAATAT CAT GGACCT GT AT GT G GAGAAGAAAG C A 



2 



610 620 630 640 650 

IL-lra-L CAGAAGCCCTTTCTCTTTTTCCACAATAAAGAAGGCTCCACTTCTGTCTT 
GT CT T C GGGAAAGAGAAAAAGGT GTTAT T T CT T CC GAGGT GAAGAC AGAA 

T 
I 

1. IL-lra 390 400 | 410 420 430 

[ 538 ] GACAAGCGCTTCGCCTTCATCCGCCAGACAG-TGGCCCCACCACCAGTTT> 

I I I I I I I I III III I I I II I I I I I I I I II 
IL-lra-L CAGAAGCCCTTTCTCTTTTTCCACAATAAAGAAGGCTCCACTTCTGTCTT 



660 670 680 690 700 

IL-lra-L TCAGTCAGTCTCTTACCCTGGCTGGTTCATAGCCACCTCCACCACATCAG 
AGT C AGT CAGAGAAT GGGAC C GAC CAAGT AT C G GT G GAG GT G GT GT AGT C 

1. IL-lra 440 450 460 470 480 

[ 538 ] TGAGTCTGCCGCCTGCCCCGGTTGGTTCCTCTGCACAGCGATGGAAGCTG> 

I II I I I I I I I I I II I I I I I I I III II Ml 
IL-lra-L TCAGTCAGTCTCTTACCCTGGCTGGTTCATAGCCACCTCCACCACATCAG 



710 720 730 740 750 

IL-lra-L GACAG C C CAT C T T T CT C ACCAAG GAGAGAG G C AT AACTAATAAC ACTAAC 
CTGTCGGGTAGAAAGAGTGGTTCCTCTCTCCGTATTGATTATTGTGATTG 



TATGCC 
I 

1. IL-lra 490 500 510 520 530 

[ 538 ] AC CAGC C C GT CAGCC T CAC CAAT GAC GAAGGC GT C A- T G GT — CACCAAA> 

I I I I I I I I I I I I I I I I I I . I I I I I I I I I II I I 
IL-lra-L GACAG C C CAT C T T T CT CAC CAAG GAGAGAGG CAT AACTAATAACACT AAC 



760 770 780 790 800 

IL-lra-L TTCTACTTAGATTCTGTGGAATAAATCCAGCCTAGGCTGTGGGTGGCTGG 
AAGAT GAAT CTAAGACAC CT T AT T TAG GT CGGAT CC GAC AC C CAC C GAC C 

1. IL-lra 540 550 560 570 580 

[ 538 ] TTCTACTTCCAGGAGGACGAGT-AGTACTGCCCAGGC-CT-GCTGTTCCA> 

I I I I I I I I I I I I I I I I I I I I I I I I I I I 

IL-lra-L TTCTACTTAGATTCTGTGGAATAAATCCAGCCTAGGCTGTGGGTGGCTGG 



810 820 830 840 850 

IL-lra-L TT CCAGGATAGAGAAT CAAGCT GT CAGAGT CAT CTTAACAGAT CATT AT G 
AAGGT CCT AT CT CT TAGTT C GACAGT CT CAGTAGAATT GT CTAGTAAT AC 



1. IL-lra 590 

[ 538 ] TTCTTGCAT-GGCAA> 

III I II I II 
IL-lra-L T T C CAG GAT AGAGAA 



860 870 880 890 900 

IL-lra-L C GACT GAGT T CACT AG CAGT T CAG C CC AT C C AT AG CT T AC C T CAT T CT T A 
GC T GACT CAAGT GAT C GT CAAGT C G GGT AG GT AT C GAAT G GAGT AAGAAT 



3 




910 920 930 940 950 

IL-lra-L CT AT C CAAAAGC CACCT C C T C CT CCAAACAT C CAT T T CT GTAC CAAGACC 
GATAGGTTTTCGGTGGAGGAGGAGGTTTGTAGGTAAAGACATGGTTCTGG 



960 970 980 990 1000 

IL-lra-L CT CACT C GAAT GT CACT AT C C CAAGAT GAAACC T AAAAAT C ACT T T C CAT 
GAGT GAGCT T AC AGT GAT AG G GTT CT ACT T T GGAT T T T T AGT GAAAGGT A 



1010 1020 1030 1040 1050 

IL-lra-L TCTTTCTT GAT CTTAC C C CAC CAT C CACT CAG CT GC C AT GC C C AGT T TAG 
AGAAAGAACTAGAATGGGGTGGTAGGTGAGTCGACGGTACGGGTCAAATC 



1060 1070 1080 1090 1100 

IL-lra-L TTAACCCCCCAAATGCTGCTTCATGCAACCTTCCATTCCTATTCCTTTTG 
AATTGGGGGGTTTACGACGAAGTACGTTGGAAGGTAAGGATAAGGAAAAC 



1110 1120 1130 1140 1150 

IL-lra-L C CAAC C CAT GAT GT AGAGAT GT GGAT T CAT GACAT T T T GT T C AT ACAAC T 
GGTTGGGTACTACATCTCTACACCTAAGTACTGTAAAACAAGTATGTTGA 



1160 1170 1180 1190 1200 

IL-lra-L T CT T CAAT AAAAC AT T AT AAT AT GT G C C C CAAAGAT AAAG C T GAAGAAT G 
AGAAGT TAT T T T GT AAT AT T AT AC AC GGG GT T T CT AT T T C GAC T T C T T AC 



1210 1220 1230 1240 

I L- 1 r a- L AGAT GAAT GT GAAAT T AAAGGT T T GCAT GT C T T C C TAAT C CTAA 
T CTACT T AC ACT T TAAT T T C CAAAC GT ACAGAAG GAT TAG GAT T 
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AMENDMENTS TO THE SPECIFICATION 
Marked Up Version of Replacement Paragraphs of Specification 
under 37 C.F.R. l.mflWlKiii) 

Please amend the title at page 1, lines 1-2 to read as follows: 

NUCLEIC ACIDS ENCODING IN TERLEU KIN- 1 RECEPTOR ANTAGONIST-LIKE 
MOLECULES PROTEINS AND USES THEREOF 



1 

McDonnell Boehnen Hulbert & Berghoff 
300 South Wacker Drive 
Chicago, Illinois 60606 
(312) 913-0001 




AMENDMENTS TO THE CLAIMS 
Marked Up Versions of Amended Claims under 37 C.F.R. 1.1 21(c)(lVifl 

1 . (Amended) An isolated nucleic acid molecule comprising a nucleotide sequence 
select e d from th e group consisting of : 

(a) the nucl e otid e s e quenc e as set forth in SEQ ID NO: 1 ; 

(b) the nucleotid e sequ e nc e of the DNA insert in ATCC Deposit No. PTA-1215; 

(c) a nucleotide s e qu e nc e encoding4he _a polypeptide as set forth in SEQ ID NO: 2; 

(d) a nucl e otid e s e quence which that hybridizes under at least moderately or highly 
stringent conditions to the complement o f the nucleotide sequence of any of (a) - (c);-and_or 

(e) a nucl e otid e sequ e nc e complementary to the nucleotide sequence of any of (a) - 

2. (Amended) An isolated nucleic acid molecule comprising a nucleotid e sequenc e 
select e d from th e group consisting of : 

(a) a nucleotide s e qu e nc e encoding a polyp e ptid e which is at least about 70 p e rcent 

id e ntical to th e polypeptide as set forth in SEQ ID NO: 2, wh e r e in th e e ncod e d polypeptid e has an 
activity of the polyp e ptide set forth in SEQ ID NO: 2; 

(b) a nucl e otide sequence encoding an allelic variant or splice variant of th e nucleotide 

sequ e nc e as set forth in SEQ ID NO: 1, the nucl e otid e sequ e nce of th e DNA ins e rt in ATCC 
Deposit No. PTA 1215, or (a); 

(e){a) a region of the nucleotide sequence of SEQ ID NO: 1 ,or the DNA insert in ATCC 
Deposit No. PTA-1215, (a), or (b) encoding a polypeptide fragment of at least about 25 amino 
acid residues , wh e r e in the polypeptide fragment has an activity of the encod e d polypeptid e as set 
forth in SEQ ID NO: 2, or is antigenic ; 

(d)(b) a region of the nucleotide sequence of SEQ ID NO: 1 ,_or the DNA insert in ATCC 
Deposit No. PTA-1215, or any of (a) (c) comprising a fragment of at least about 16 nucleotides; 

fe)(c) a nucleotide sequence-whiehthat hybridizes under at least moderatel y or highly 
stringent conditions to the complement o f the nucleotide sequence of either- aav-ef (a)— (d) or (b) ; 
and or 
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(f)(d) a nucleotide sequence complementary to the nucleotide sequence of any of (a) - 

3. (Amended) An isolated nucleic acid molecule comprising a nucleotide s e quence 
selected from th e group consisting of : 

(a) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one conservative amino acid substitution, wherein the encoded polypeptide has an activity of 
is at least 70 percent identical to the polypeptide set forth in SEQ ID NO: 2; 

(b) a nucl e otide s e qu e nc e encoding a polyp e ptid e as s e t forth in SEQ ID NO: 2 with at 

least one amino acid insertion, wherein th e encod e d polyp e ptide has an activity of th e polyp e ptide 
set forth in SEQ ID NO: 2; 

(e) a nucl e otid e sequ e nc e encoding a polyp e ptid e as s e t forth in SEQ ID NO: 2 with at 

least one amino acid del e tion, wherein th e encod e d polypeptide has an activity of the polypeptide 
set forth in SEQ ID NO: 2; 

(d) (b) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 which 
hasving a C- and/or N- terminal truncation, wherein the encoded polypeptide has an activity of the 
pnlypnptiH n . rant forth in SRQ ID NO: 2 comprises at least 25 amino acid residues ; 

(e) (c) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one mnHifiratinn ranl n rt n d from th e group con s isting o f that is a conservative amino acid 
substitutions, amino acid insertions, amino acid del e tions, C-terminal truncation,-and_or N- 
terminal truncation, wherein the encoded polypeptide has an activity o f is at least 70 percent 
identical to the polypeptide set forth in SEQ ID NO: 2 and comprises at least 25 amino acid 
residues ; 

(f) a nucleotide s e quence of any of (a) - ( e ) comprising a fragment of at l e ast about 16 

nucleotides; 

fg)(d) a nucleotide sequence-^vhiehthat hybridizes under at least moderately or highly 
stringent conditions to the complement o f the nucleotide sequence of any of (a) - (^(c);-and_or 
(h)(e) a nucleotide sequence complementary to the nucleotide sequence of any of (a) - 
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10. (Amended) The process of Claim 8, wherein the nucleic acid molecule 
comprises promoter DNA other tha n th e promoter DNA for th e native IL-lra- L polypeptid e 
promoter DNA operatively linked to th e DN A a nucleic acid molecule encoding4he_an IL-lra-L 
polypeptide. 

1 1 . (Amended) The isolated nucleic acid molecule according to Claim 2, wherein 
the percent identity is determined using a computer progra m sel e cted from th e group consisting of 
that is GAP, BLASTN, FASTA, BLASTA, BLASTX, BestFit,-and_or the Smith- Waterman 
algorithm. 

45. (Amended) A nucleic acid molecule encoding a fusion polypeptide comprising 
the polyp e ptide nucleic acid molecule of any of Claims 13. 1 4 , or 15 L 2, or 3 fused to DNA 
encoding a heterologous amino acid sequence. 

46. (Amended) The fusion polyp e ptid e nucleic acid molecule of Claim 45, wherein 
the DNA encoding the heterologous amino acid sequence4s encodes an IgG constant domain or 
biologically active fragment thereof 
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PENDING CLAIMS 
Clean Versions of Pending Claims under 37 C.RR. 1.121(c)(3) 

1 . An isolated nucleic acid molecule comprising a nucleotide sequence: 

(a) as set forth in SEQ ID NO: 1 ; 

(b) of the DNA insert in ATCC Deposit No. PTA- 1215; 

(c) encoding a polypeptide as set forth in SEQ ID NO: 2; 

(d) that hybridizes under at least moderately stringent conditions to the complement of 
the nucleotide sequence of any of (a) - (c); or 

(e) complementary to the nucleotide sequence of any of (a) - (d). 

2. An isolated nucleic acid molecule comprising: 

(a) a region of the nucleotide sequence of SEQ ID NO: 1, or the DNA insert in ATCC 
Deposit No. PTA-1215, encoding a polypeptide fragment of at least 25 amino acid residues; 

(b) a region of the nucleotide sequence of SEQ ID NO: 1 , or the DNA insert in ATCC 
Deposit No. PTA- 121 5, comprising a fragment of at least 16 nucleotides; 

(c) a nucleotide sequence that hybridizes under at least moderately stringent 
conditions to the complement of the nucleotide sequence of either (a) or (b); or 

(d) a nucleotide sequence complementary to the nucleotide sequence of any of (a) - 

(c). 

3 . An isolated nucleic acid molecule comprising: 

(a) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one conservative amino acid substitution, wherein the encoded polypeptide is at least 70 
percent identical to the polypeptide set forth in SEQ ID NO: 2; 

(b) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 having 
a C- and/or N- terminal truncation, wherein the encoded polypeptide comprises at least 25 amino 
acid residues; 

(c) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one modification that is a conservative amino acid substitution, C-terminal truncation, or N- 
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tenrrinal truncation, wherein the encoded polypeptide is at least 70 percent identical to the 
polypeptide set forth in SEQ ID NO: 2 and comprises at least 25 amino acid residues; 

(d) a nucleotide sequence that hybridizes under at least moderately stringent 
conditions to the complement of the nucleotide sequence of any of (a) - (c); or 

(e) a nucleotide sequence complementary to the nucleotide sequence of any of (a) - 

(d). 



4. A vector comprising the nucleic acid molecule of any of Claims 1, 2, or 3. 

5. A host cell comprising the vector of Claim 4. 



6. The host cell of Claim 5 that is a eukaryotic cell. 



7. The host cell of Claim 5 that is a prokaryotic cell 



8. A process of producing an IL- lra-L polypeptide comprising culturing the host cell 
of Claim 5 under suitable conditions to express the polypeptide, and optionally isolating the 
polypeptide from the culture. 

10. The process of Claim 8, wherein the nucleic acid molecule comprises promoter 
DNA other than native IL- lra-L promoter DNA operatively linked to a nucleic acid molecule 
encoding an IL- lra-L polypeptide. 



1 1 , The isolated nucleic acid molecule according to Claim 2, wherein the percent 
identity is determined using a computer program that is GAP, BLASTN, FASTA, BLASTA, 
BLASTX, BestFit, or the Smith- Waterman algorithm. 



42. A composition comprising a nucleic acid molecule of any of Claims 1, 2, or 3 and a 
pharmaceutically acceptable formulation agent. 
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43. The composition of Claim 42, wherein said nucleic acid molecule is contained in a 
viral vector. 

44. A viral vector comprising a nucleic acid molecule of any of Claims 1, 2, or 3. 

45. A nucleic acid molecule encoding a fusion polypeptide comprising the nucleic acid 
molecule of any of Claims 1, 2, or 3 fused to DNA encoding a heterologous amino acid sequence. 

46. The nucleic acid molecule of Claim 45, wherein the DNA encoding the 
heterologous amino acid sequence encodes an IgG constant domain or biologically active 
fragment thereof 
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